One of the most common encountered cancers in India is oral cancer comprising for nearly 30% of all cancer and among these cases, oral squamous cell carcinoma accounts for a vital portion. It seems important to screen and recall patients with any potentially malignant lesions/conditions to detect dysplastic changes in early stage. This article attempts to briefly review the current literature for malignant potential of oral lichen planus.
Introduction
In 1869, Erasmus Wilson introduced the term lichen planus to write down a condition that had been formerly called leichen ruber Hebra. The word lichen is obtained from Greek term "leichen" meaning "treemoss." The term planus is derived from Latin which means smooth, level or even. [1] Lichen planus is a chronic inflammatory mucocutaneous condition with no definite etiology. It usually involves the oral cavity and sometimes skin with characteristic clinical and histopathologic features though not completely diagnostic. [2] It is said to be a T-cell-mediated autoimmune disease with triggering of oral epithelial cell apoptosis by autocytotoxic CD8+ T-cell. It affects 0.5-1.9% of population. [3, 4] Oral lichen planus (OLP) commonly involves individuals of middle to old aged. It occurs more commonly in women than men with ratio of 3:1.
[5] These lesions are typically seen with episodes of remission and exacerbation and may even persist for many years. However, complete remission is rare. [5, 6] The lesion commonly occurs on the buccal mucosa. Sometimes, it can also involve other sites like gingiva and dorsal surface and/ lateral borders of the tongue. [5] Traditionally, these lesions tend to occur bilaterally and even symmetrical.
A classic presentation of white interweaving thin long lace like lesions (Wickham's striae) giving a spider web like reticular pattern usually confirms the clinical diagnosis of OLP. The surrounding mucosa can be erythematous and/ulcerative with white lines but sometimes with associated blisters. Patients may sometimes have a metallic taste. However, it may be often difficult to diagnose cases with asymmetric (atypical) lesions especially in oral cancer-prone areas like the floor of mouth, lateral or ventral surface of the tongue, retromolar areas and soft palate. [2, 5] OLP can present in six different forms clinically. They are reticular, papular, plaque-like, ulcerative, erosive and bullous forms among which the reticular variety is commonly encountered type. [3, 6] The risk of developing oral squamous cell carcinoma is raised in patients with OLP, especially erosive type. [6] [7] [8] The overall incidence of malignant transformation in OLP patients is estimated to be 1-2.3% in 5-7½ years of mean the time. [6] [7] [8] [9] The World Health Organization has stated the higher risk of oral cancer transformation associated with the precancerous condition like OLP in its definition. [10] The malignant potential of OLP has been one of the most discussed topic of OLP. [11, 12] Though a diverse prospective and retrospective group of studies have advocated the point of malignant transformation in OLP, there is unanimity on fact that such potential for oral cancer is of lower probability [ Table 1 ]. [5, 13, 14] A variability of standard diagnostic criteria to be adopted have hampered the studies on malignant transformation of OLP, i.e., the recognition of a realistic case of malignant transformation Since the publication of the first case report of malignant transformation of OLP by Hallopeau in 1910, numerous studies have attempted to address the issue. [13] In 1978, Krutchkoff et al. [15] were the first to critically evaluate the literature regarding this link. They used three point diagnostic criteria for including the malignant transformation of reported OLP cases. They found that in most of OLP cases, the evidence was found to be lacking. Smoking habits should be adequately documented to help distinguish between a proper malignant transformation and a conventional carcinoma of the oral cavity in a patient that could have an OLP. [15] In 1999, the same criteria were used by Van der Meij et al. for including the malignant transformation of OLP cases in their review. As they found, the clinical and histologic characteristics of the cases were found to be unavailable, many of the OLP cases presented in literature were excluded from the review. [8] The last criterion was modified by Laeijendecker et al. from smoking exposition to tobacco exposure in 2004. [16] The causes of this phenomenon are not known, however as said before, it is probable that the atrophy or absence of the epithelium found in OLP specially in the atrophic and erosive forms make it easier the action of local or external carcinogenic factors such as alcohol, smoking infective agents and chronic irritation of the mucosa. [17] On the other hand, it is possible that the increase in the cellular exchange due to degenerative and healing processes also facilitates the development of neoplastic clones. [17] The literature does not relate alcohol abuse and/or tabagism to a higher rate of malignant transformation in patients with OLP. [18] But in contrast, the clinical presentation of the disease seems to be relevant for potential malignancy. The atypical forms (atrophic, erosive, "in plaque") had higher risk for malignant transformation than the reticular form, [19, 20] which fortunately the most common clinical presentation. The most common type of OLP to show malignant transformation is the erosive form with frequency of followed by plaque with 24% and reticular form with 11% respectively. The most frequent site of involvement is the buccal mucosa with followed by tongue, lower lip, and floor of mouth with the rate of 39%, 10%, and 2%, respectively. [9] Tongue lesions also had higher risk comparison with other locations. [19] Cases with oral lesions were rare to present with skin lesions.
Based on the established clinical and histological criteria is important to arrive at diagnosis of OLP accurately. In order to detect initial stage or to rule out malignant transformation, a highly sensitive, specific and non-invasive DNA-cytometry can be utilized for periodic follow-up of OLP cases. Oral-cytology is another inexpensive, simple and value based investigative tool for early diagnosis of dysplastic changes in cases with OLP. [21] Though biopsy with histological examination remained the gold standard for definitive diagnosis, [21] inter-observer and intra-observer variation occurs in the assessment of the presence and/or severity of epithelial dysplastic changes histologically. [22] In 2010, Shi et al. in their study found the immunological markers like podoplanin to be was expressed in 88.9% and ATP binding cassette G2 in 66.7% of OLP samples with malignant transformation. They concluded that both can used as biomarkers for oral malignant transformation risk in OLP patients. [22] OLP may be triggered or exacerbated by factors like psychological stress, contact allergen systemic drugs, bacterial products and mechanical trauma. The risk of malignant transformation can be decreased by elimination of carcinogens of exogenous origin, effective management of erosive and atrophic lesions and consumption of diet rich in fresh fruits and vegetables. [23] It is still unclear whether an OLP patients are at independent risk of developing malignant transformation to squamous cell carcinoma, or whether areas of the premalignant potential of oral epithelium manifesting clinically as normal or histologically with unrecognizable atypia leads them to enter the loop of inflammation-carcinogenesis. In such a case, the malignant potential in the epithelial cells might be promoted by inflammatory cells. [14] To resolve this issue of malignant transformation, large studies might be required in which investigators need to carefully segregate between OLP and OLL, mention whether participants have any known risk factors for squamous cell carcinoma and excluding cases with dysplasia at the time of diagnosis.
Conclusions
OLP has always been a chronic mucosal disease with no complete cure. Despite the controversy, epidemiological studies in the last four decades revealed malignant transformation rate in OLP of 0.27% annually. Although the risk for the oral cancer is small at the site of OLP, it must never be left unremembered. This reinforces the importance of clinical follow-up of patients with OLP. Hence, a regular recall system of 1-4 times in a year for early diagnosis of malignant transformation in OLP patients has been recommended. For those patients who especially presented with atypical forms of OLP, a long-term follow-up may be emphasized.
